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CHEMICAL MANUFACTURERS® ASSOCIATION
Via Certified Mail

AugustéS,Ei' & ) mm - I4w|

Document Processing Center
Office of Pollution Prevention and Toxics

Section 8(e) Coordinator
U.S. Environmental Protection Agency

401 M Street, SW - s
Washington DC 20460-0001 Contains iy 0 (B
TSCA Section 8(e) Reporting Notification for Methyl Bromide
Dear Sir or Madam: CH> No- ;L[/, X }‘7 N
~
On behalf of the Methyl Bromide Industry Panel (MBIP) and its members, the Chemical 3
Manufacturers Association submits for your office’s information, notice of a report regarding methyl
bromide that has been submitted to EPA which may be subject to Section 6(a)(2) of the Federal
Insecticide, Fungicide and Rodenticide Act (FIFRA) and the EPA guidance on Section 6(a)(2)
reporting requirements published in the Federal Register on July 12, 1979 (1979 Guidance). The MBIP
consists of three manufacturers of the technical product - Albemarle Corporation (formerly part of
Ethyl Corporation), Ameribrom, Inc. and Great Lakes Chemical Corporation - and one major
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Re:

formulator, TriCal, Inc.

The MBIP contracted a consultant pathologist - Dr. Jerry F. Hardisty, D.V.M., Diplomate,
A.C.V.P, Experimental Pathology Laboratories, Inc., PO Box 12766, Research Triangle Park, NC 27709
- to reexamine all sections prepared from the nasal cavities from all animal in a 29-month Chronic

Inhalation Toxicity and Carcinogenicity Study of Methyl Bromide in Rats conducted at the
Netherlands Organization for Applied Scientific Research (TNO), Division for Nutrition and Food
Research, Zeist, Netherlands (MRID No. 41213301). The Reexamination Report is enclosed.

The results of this reexamination confirmed the majority of the findings reported initially by
the original study pathologist. However, there were several differences noted. These differences

resulted in a no-observed-effect level (NOEL) of 3 ppm.

In light of a consistent policy on the applicability of TSCA to chemicals also regulated under

FIFRA, the MBIP is notifying the TSCA 8(e) Coordinator of the enclosed submission to the Office of
Pesticide Programs as a precaution.

If you have questions concerning this report, please call me at (703) 741-5635

! Sincerely, L
- " ‘ ! :?:.
wmmtm Such ke 3
' Susan A. Lewis, Ph.D. P
88370000251 RIS ey Manager, MBIP .
Enclosure =2
: BIP Members <o
INNOVATION, TECHNOLOGY AND RespONsIBLE CARE® AT WORK 5
R ible Care"
- s ‘ APublic Commitment

1300 Witson Bivo., ARLINGTON, VA 22209 ¢ TeLepHoNE 703-741-5000 © Fax 703-741-6000



EPL® |

I EXPERIMENTAL PATHOLOGY LABORATORIES, INC.

CHRONIC (29-MONTH) INHALATION TOXICITY
AND CARCINOGENICITY STUDY OF
METHYL BROMIDE IN RATS
REEXAMINATION OF NASAL CAVITY

STUDY NO. B-91-8213/002

Submitted to:

The Methyl Bromide Industry Panel
Chemical Manufacturer's Association
1300 Wilson Blvd.
Arlington, VA 22209

Submitted by:

Experimental Pathology Laboratories, Inc.

P.0. Box 12766
- Research Triangle Park, NC 27709
(919)544-8061

July 21, 1997
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Study Number B-91-8213/002
CHRONIC (29-MONTH) INHALATION
TOXICITY AND CARCINOGENICITY STUDY OF METHYL BROMIDE
IN RATS: REEXAMINATION OF THE NASAL CAVITY
STUDY NUMBER B-91-8213/002

NARRATIVE SUMMARY

INTRODUCTION

A toxicity and carcinogenicity study of methyl bromide

(MeBr) in male nd femate Wistar rats expesed by inhalation to 0, 3, 30

or-90-ppm-MeBr 6 -hr/day, 5 days/wk for 29 months was conducted at the
Netherlands Organization for Applied Scientific Research (TNO), Division
for Nutrition and Food Research, Zeist, Netherlands. After 52 and 104+
weeﬁ@=%@“@%@9%&9%/gr@ﬂpwwere~kﬁllea“ﬁvr*in&enim@infopmation.. The
results of this study were reported by the The Methyl Bromide Industry
on March 7, 1985 (Laboratory Project ID: CIVO/TNO; Report No. V
86.469/221044). A supplement to the original report was submitted by
The Methyl Bromide Industry Panel in February 1992 (Laboratory Project
ID B-91-8213/002) to include individual animal data which was not
included in the original submission. The findings from this Chronic
Inhalation Toxicity and Carcinogenicity Study of Methyl Bromide in
Wistar Rats were published by Reuzel, et al., 1991. A summary of the

experimental design for the study is presented on the following page:
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Study Number 8-91-8213/002

Table I: Experimental Design of a Chronic Inhalation Toxicity
and Carcinogenicity Study of Methyl Bromide in Wistar
Rats ‘
Number of Animals
Sacrifice Interval ' ]
52 Weeks 104 Weeks Terminal
Group | Exposure Level M F M F M F
(ppm) _
A 0 10 10 10 10 50 60
B 3 10 10 10 10 50 60
C 30 10 10 10 10 50 60
D 90 10 10 | 10 10 50 | 60

MATERIALS AND METHODS

At the request of the Chemical Manufacturer's Association's
Methyl Bromide Panel, Dr. Jerry F. Hardisty, Experimental Pathology
Laboratories, Inc. (EPL®), reexamined all sections prepared from the
nasal cavity from all animals in all groups to review the accuracy and
consistency of the initial diagnoses reported by the study pathologist.
This included reexamination of cross sections of the nose taken at four
levels from control and high dose (90 ppm) animals sacrificed at 52
weeks and six (6) levels from control and high exposure (90 ppm) animals
included in the 104 week scheduled sacrifice and from the main portion
of the study (terminal sacrifice). For animals in the low (3 ppm) and

mid (30 ppm) exposure levels, sections were generally prepared for
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Study Number B-91-8213/002
examination only from Levels II and III which had been identified as the
site of changes associated with Methyl Bromide exposure. Although all
changes diagnosed initially by the study pétho]ogist were reexamined,
the review concentrated primarily on changes in the nasal cavity that
were considered to be associated with exposure to methyl bromide by the
study pathologist. These changes were restricted to the dorso-medial
part of the nasal cavity (Levels II and III) and consisted of basal cell
hyperplasia, occasionally accompanied by cystic structures. The
overlying epithelium showed degeneration, seen as thinning of the layer.

The reexamination of the slides was performed at the
Netherlands Organization for Applied Scientific Research (TNO), Zeist,
Netherlands on July 2-4, 1997. Following the reexamination of the nasal
sections, differences noted between the results of the review and the
original findings initially reported were discussed between the
reviewing pathologist, Dr. Jerry F. Hardisty, and the study patho]ogist,
Dr. C.F. Kuper, with agreement on the final diagnosis for each
difference. The initial diagnoses and the results of the reexamination
are tabulated for each animal in the Slide Review Worksheets included in
Appendices A-F.

The Slide Review Work Sheets list for each animal the number
of slides examined and the specific tissues examined. The column

designated "Study Pathologist" lists all diagnoses in the nasal cavity
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Study Number B-91-8213/002
initially reported by the study pathologist. The column designated
“Reviewing Pathologist” indicates agreement with the initial finding or
lists differences in diagnoses resulting from the reexamination of the
slides. For each difference noted by the reviewing pathologist, the
slide number of the tissue corresponding with the difference is noted in

the column for "Reviewing Pathologist" on the Slide Review Work Sheets.

RESULTS

The results of this reexamination confirmed the majority of
the findings reported initially by the study pathologist.
and. hyp

rpilastic ehanges involving the olfactory epithelium lining the

dorsal meatus of Levels II and III of the nasal cavity were present in-

all exposure “eontrols. There were several differences

noted during the review, however, that involved the incidence of changes
attributed to methyl bromide exposure. These generally involved lesions
that were considered to be very slight during the initial examination of
the nasal sections but were considered to be normal during the
reexamination. Exposure-related changes were also noted in a few
animals during the reexamination that were not initially reported.

These differences were noted in all exposure groups, but they effected
the interpretation of exposure-related changes in the low dose group (3

ppm). Inﬂfhé‘fiﬁaT*Sthdy féﬁért, an intﬁéased‘iﬁcidenee;of¢sli§h¢
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erationand hyperplastic changes (basal cell hyperplasia) of Fhe
otfactery epithelium in the dorso-medial part of the nasal cavity were
ré%@%%@ﬁ%?h”ma@es and females of each of the test,gmnwps; In the 3 ppﬁ
group, the changes were only minimal. The hyperplastic changes showed
statistically significant (Fisher’s exact probability test)
concentration-related increases in male and female rats in all exposure
groups (Reuzel, et al., 1991). Follewing the reexamination, there were
no statistically significant (Fisher’s exact probability test)
differences in the incidence of basal cell hyperplasia in the control (0
ppm) and Yow exposure (3 ppm):groups. Exposure related differences were
present in the incidence of basal cell hyperplasia in male and female
rats in the mid (30 ppm) and high (90 ppm) exposure groups as compared
to the control groups (Tables II-IV). The lew exposure (3 ppm) group is
considered to represent a _no-observed-effect-level (NOEL) for inhalation
exposure to methyl bromide in rats for up to 29 months.

| At the 52 week: sacrifice, exposure=related ircreases

in basal cell hyperplasia were present only in the high exposure (90

ppm) group of male rats. After 104 weeks of expesure and in the main
study group (terminal sacrifice) expoSed for up to 29 months, the
incidence and 'severity of basal cell hypérplasia were’ increased in male
and female rats in the mid (30 ppm) and high (90 ppm) exposure groups as

compared ‘to male and female rats in the controtl (0 ppm) and low (3 ppm)
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dose exposure groups. The severity of basal cell hyperplasia increased
only slightly over the course of the study {n the effected groups. A
summary of the initial findings reported by the study pathologist and
the results of the reexamination of. the slides are presented in Table II
(52 Week Sacrifice), Table III (104 Week Sacrifice), and Table IV

(Terminal Sacrifice).
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Table II:  Summary Comparing the Incidence and Severity of Basal

Study Number B-91-8213/002

Cell Hyperplasia Reported Initially and Following

Reexamination of the Nasal Cavity for Male and Female

Rats at the 52 Week Interim Sacrifice

Exposure Group (ppm)

Diagnoses Included in the

Final Study Report

Diagnoses Resulting from the
Reexamination

Slight

Nasal Cavity (No. Examined) (10) (10) (10) (10) (10) (10) (10) (10)
Basal Cell Hyperplasia (Total) 3 0 1 5 1 1 1 6
Very Slight 3 1 1 1 1

2 1 3

Moderate

Exposure Group (ppm)

Nasal Cavity (No. Examined)

Basal Cell Hyperplasia (Total)

Very Slight

Slight

Moderate

Values marked with asterisks differ significantly (Fisher's exact probability test) from
the corresponding control values ( P<0.05;

P<0.01).
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Table III: Summary Comparing the Incidence and Severity of Basal Cell Hyperplasia
Reported Initially and Following Reexamination of the Nasal Cavity for Male
and Female Rats at the 104 Week Interim Sacrifice

Diagnoses Included in the ) Diagnoses Resulting from the
Final Study Report Reexamination

Exposure Group (ppm)

Nasal Cavity (No. Examined) (10) (8) (10) (10) (10) (10) (10) (10)

Basal Cell Hyperplasia (Total) 3 0 4 6 1 0 5 6
Very Slight 1 3 1 4

Slight 2 1 4 1 5

Moderate

. Exposure Group (ppm)
Nasal Cavity (No. Examined) (9) (10) | Qo) (9)

(9 (10) | (10) (9

Basal Cell Hyperplasia (Total) 4 2 5 7 3 2 5 7
Very Slight 1 1 2 2 1 1 2
Stight 2 1 4 2 1 1 3 2
Moderate 1 1 3 1 3

Values marked with asterisks differ significantly (Fisher's exact probability test) from
the corresponding control values ( P<0.05; P<0.01).
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Table IV: Summary Comparing the Incidence and Severity of Basal Cell Hyperplasia
Reported Initially and Following Reexamination of the Nasal Cavity for Male
and Female Rats Exposed for up to 29 Months (Terminal Sacrifice)

Diagnosés Resulting from the

Diagnoses Included in the
’ Reexamination

Final Study Report

Exposure Group {ppm)

Nasal Cavity (No. Examined) (46) (48) (49) (48) (46) (48) (49) (48)
Basal Cell Hyperplasia (Total) 4 13" 23" n" 4 9 20" 33"
Very Stight 2 9 7 8 3 6 5 10
Slight 2 3 12 14 1 2 11 14

Moderate

Exposure Group (ppm)

Nasal Cavity (No. Examined) (59) | (60) | (59) | (59) (59) | (60) | (59) | (59)
Basal Cell Hyperplasia (Total) 7 19" 25" 52" 6 11 22" 39"
Very Slight 6 17 13 10 6 9 12 13
Slight 1 2 9 23 2 7 18
Moderate 3 9 3 8

Values marked with asterisks differ significantly (Fisher's exact probability test) from
the corresponding control values (  P<0.05; =~ P<0.01).
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During the reexamination of the sections of nasal cavity
there were several observations made concerning tissues which were
missing or discrepancies resulting from errors that occurred during the
histologic preparation of the tissues for microscopic examination.
Tissue sections which were missing were either discarded due to
autolysis or were lost during.histo]ogic processing.

Examination of the tissue sections for three animals,
indicated that the slides were mislabeled during slide preparation.
Three slides were present for animal C051. Two of the slides were
labeled as Level III. One of these slides was severely autolyzed while
the second had no autolysis. The third slide was labeled as Level II
and also was ndt autolyzed. This indicated that the autolyzed slide
labeled Level III was from a different animal. Animal CO151 had only
one slide present. This slide was labeled as Level II and a slide for
Level III was missing. The tissue on the slide labeled Level II was
severely autolyzed similar to the autolyzed slide from animal CO51. A
check of the blocks for these two animals, indicated three blocks for
animal CO51 and one block for animal C0151. Since the labeling of the
blocks matched the labeling of the slides, it was not possible to
resolve the discrepancy.

Twelve (12) slides were present for animal A023. Six of the

slides had rhinitis and six of the slides had no evidence of rhinitis,

10
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indicating that the slides were from two different animals. A check of |
the blocks revealed that there were 12 blocks labeled for animal A023,
therefore the discrepancy could not be resolved.

Slides were present for two male rats from the 104 week
interim sacrifice (B120 and B128) that were initially reported as having
no section by the study pathologist. No remarkable lesions were present
in the sections from aniha] BlZO.A In the sectiens from animal B128, no
abnormalities were present in the nasal cavity but an odontogenic

- fibrosarcoma arising from the tooth was present.

Other differences noted during the reexamination of the
slides were varied and did not effect the overall interpretation of the
results from the study. These differences generally involved the
presence of inflammatory changes which had not been reported initially,
differences in terminology, or differences in severity grades for

lesions which were confirmed as present.

CONCLUSIONS

The results of a reexamination of the nasal sections from
male and female Wistar rats exposed via inhalation to methyl bromide for
up to 29 months confirmed the ofigina] findings of a statistically
significant increased incidence of basal cell hyperplasia involving the

olfactory epithelium Tining the anterior dorsal meatus of the nasal

11
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cavity in the mid (30 ppm) and high (90 ppm) exposure groups of both
sexes as compared to control male and femaie rats. The reexamination,
however, indicated that there was no statistically significant (Fisher’s
exact probability test) difference in the incidence of basal cell
hyperplasia in male or female rats in the control (O‘ppm) and low (3
ppm) exposure groups. The low exposure (3 ppm) group is considered to
represent a no-observed-effect-level (NOEL) for lesions involving thé
nasal cavity following inhalation exposure to methyl bromide in rats for

up to 29 months.

JER . HARDISTY, D.V.M.
DipYomate,” A.C.V.P.
Reviewing Pathologist

Wge%ﬂ/‘r 2/ /99%

12
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EXPERIMENTAL PATHOLOGY LABORATORIES, INC.
QUALITY ASSURANCE FINAL CERTIFICATION

Chronic (29-Month) Inhalation Toxicity and Carcinogenicity
Study Title: Study of Methyl Bromide in Rats: Reexamination of Nasal Cavity
Client Study: B-91-8213/002 EPL Project Coordinator: Dr. Hardisty
EPL Project Number: 303-009 EPL Pathologist: Dr. Hardisty
The following aspects of this study were inspected by the Quality Assurance
Unit of Experimental Pathology Laboratories, Inc. Dates inspections were

performed and findings reported to the Project Coordinator and Management are
indicated below.

Dates .
Area Inspected Inspection Reporting
June 6, 1997; June 6, 1997;
EPL Project Sheets July 15, 1997 July 15, 1997
Peer Review June 23&25, 1997 June 25, 1997
Rough Draft Report July 18, 1997 July 18, 1997
Final Report July 21, 1997 : July 21, 1997
Date of last quarterly facility inspection April, 1997
; 7/31 /4 2
Tity [(Ssurance Unit - [ pate

Form No. 6-2 (12/01/96)
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APPENDIX A
SLIDE REVIEW WORK SHEETS

52-WEEK INTERIM - MALES
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APPENDIX B
SLIDE REVIEW WORK SHEETS

52-WEEK INTERIM - FEMALES
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‘TRIAGE of 8(e) Submissions

Datesént to triég.e:

~ Submission number: _/4.001 A
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“14001A7=" __/Li "="WISTAR RATS (50-60/SEX/CONCENTRATION) WERE EXPOSED
VIA INHALATION TO 0, 3, 30, OR 90 PPM METHYL BROMIDE (CAS NO.- 000074-83-9)
FOR 6 HOURS/DAY, 5 DAYS/WEEK, FOR 29 MONTHS. 10 RATS/SEX/DOSE WERE
KILLED AT 52 AND 104 WEEKS. STATISTICALLY SIGNIFICANT INCREASES IN
BASAL CELL HYPERPLASIA OF OLFACTORY EPITHELIUM IN THE NASAL CAVITY
OCCURRED IN RATS EXPOSED TO 30 AND 90 PPM. THE NOEL WAS 3 PPM.”




